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AUSTRALIA 
f'*cjtt:^fs /icr 1990 



liV THE MATTER OF Australian P.tent 
Appltcaaon Ser,ai No, ^9t57da by Hun 
Oenome i>cicnce^. Inc. ^"nign 

-•and- 

IN TH£: MATTFT? nir / 1 

g^:A7Tg:ORY DECLAi^ATTfV ^^ ' 

f, Peter Adrian Wa/ion Rone-r.! ^y=- r, 

Oynaecoio.,,Moa.HUniver.., C,a 7^^" • 

<d-Iar. .s fcUows. ' ' -^"'^^'^'^ '""'^^^'y ^"d sincerely 

INTRODUCTION 

'•1 ^"'^■W'e ^"Slitute for Cancer R-saarrh /-"I J • , 
tor m> services as a scientific . • Research ( Ludwig Insutucc") ha^ asked 

a scientific expert <n connection with Liidwir, fnciirm^' 
issuanc;: of an Ait«trMi;-,„ , .^"uwit, in.TiiTutc 3 opposiuon to the 

an Aa..tral,ari patent to II™Ocnorne Sciences Inc . 
A.str.Han P.tent Application No. 696764 The patent , " °" 

i-ol^ted polynucJeot:d« .nd . • . -PPl'cation relate, generally to an 

yniJCJcot:de and proiem for an alleged novel va,ci.l.. 

1.,. .x..„.„„,„„ TT " 



o I i\ u 0 tjrj Oi ? c r^ u u b 0 n 



--"™.ms chal „av, be=„ filed :„ ,h- "f^ 

: ^ r have reviewed aJl nfru^ r 

^ ^ (OKA4; A., , ^d„„^ ^ ^^^^ ^^^^ 

' ^.-'encinc opinion and anolysis. 

"- ^"'"RMANCE OF rRlOR DECLARATIONS 

-i^-„a,, a..,„.«on • ^" °™""'''^'^ -"^-.^ 

~ ~ .,po.d a,,.;: o ";t:r "^'^ - 
" - „oo.p,.. d.„ip„on ! „ :^r; r^-^ « 

luvcnijon, hindsight vision by 



' "-I'ram. lack of „>..=vid=„cc of VEGF2 biol„ ■ , ■ ■ 

. =^ri.er declarations, conlinue m exist. 

F >i «n response to the latest declarations filed by HQS. 

. K- , ' -^-^J- ^>^= opposed application teaches that VEGF2 is about 3 

-^-i^ appr..in.ate,y the 24 at.,no acids arc iikdy to b. iZ """" "^'^ 

p.ote. comprises 32. .t.inc acid. (Opp edit, c "^''""'^ ''^^ 

and .«quencc«.) Dr Alhalo', ■ ^Pplicatic,, at p. 5. See also Figure I 

; L . . /\nuio s experiment remain the only exnerin,nr>r:>i 
proceeding directed i» .h^ - ^ «^penmcntal evidence in this 

i.^ cxprc....d «nd .cc-ctcd by coll ^ Th , ^ '^''^ ^^P^^^" applicam.n. 

---.^3ion .rn.u.c VI orCd- 'T' ^^"'^"^^ 



V 

^-^ Through fouT indepcndcnr ..^ic r.f 
repeatedly fo„„d and »p„n,d VEOpTe A„«,o h.. 

Wn««o„ doe, no, occur in His . T""" ^ ""^1.. in d,. 

eailard *« .„d OKA. e.n! =nd 

»PP"-io„ i. ^, ,, ' »n.e opposed 

'""Jons for ^ ^- abou, ,„^,„^, 

-re di„„...d .„ 

provide one soicne.fic e,p„„.,i«„ r„ .h, O ^ ' "'""^'^^-^ ^=<--' 

- =ppe.ed .pp,..,„„ .,c:rr r " " 

P'ai" OPOO J , ' """""^n >= 4i.,r-„„ f„„ 

I^c. o. .ehiLl " - '-n,p,e.. 

--P'«. Or- Hayw^d nr. op,„ed ^ " " 

expr«aion„„di„, (SceANH, a. S.5., After ^^1? "^"'^ 
"Plained ,ha. u,i, .H.ici^n, wa, „i>,, , J;'^ '"'^ ^7"*^ ""-'^ 

--=n-....r„,a.j:::rr^^^^^^^^ 

(AM,,2.„ ,.7, ,rr„ „a,„ardw ' ' " ^-^-^f-^ i'= maa.e 

- 

.,pcri„,on,. eo^ain .de^.au: eon.ro.. w^u ^ 
- -p„n onuroi. A, ,„c .an, . r 

^^^^ 



-tev-d « . . VEGF-C oDNA. which ca„ 

•ipplicati.m. " - ^ ^^"S^' opposed 



^- DR. POWER'S DECLARATION 



-pplicanon COJB3 6.1.7 4. OKA3 7 , w , tcachmg. of chc opposed 

apparent relevance lo the tn^^h.r,^ r u ^ ^ ^ - '^a^* "° 

'nc tcachmgi- of the opposed acnlirari«„ /c 
OK A3 at 5 1-5 7 ^ Th. „ . application. (See, e.g.. OJB3 at 6. 1 -7 4- 

ino,«,o UicobjcrvM molecular wci^h, ' Th , , mista 



V her experiments has no apparent .clcvance to the teachings in th 
regarding VEOF2. i^achangs ,n the opposed application 

5 2 To cxpiain this discrepancy in a difr^ 
person w„u„ K... „p,„,^ , ^ ^ «. UugJ,, by HOS. T,.,, 

*jt wnac IS now known about VFn-p r . i j i 
oti^cr Chan the 326 a„,inc ac.d "mature VEGF2 oo^ ' " ^"^^"'^ 

--id no. have had an, rcc.cn to i^v r ^'^'''^ '^"^ 

PC Wide. '""°"^°""'=^''«^^^^^^*^-^<'^-^anthc3 

Jl^^^^^^^^ .c._n 
4.54-4.71 ) Dr AUr^l.- , u ornmdSjghr. (See, e.g., OPR2 at 4.24 and 

nowcvcr. without the bcnem of hindsight thai we 
P'-ms a „cvcl. 3. ,o. u„H„.„„i^, ,ONA. TK„« p„„.,Ui., 



39SJ«7v| 
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^vn u . L :)/U t J^OU !V(s|o . 1 22 8 ^^P 
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V 

include problems associated vufth the vector fsuch as ab.. r 

promoter sequenc-^ «„h. " =oniroIIing elements .uch a 

sequence, enhancer sequence), problen,3 a.S50cia«d with rhc ho..t cdJs fsuch 

:r ::"^^";r ^-"'^'-^ . o.- .e ... j;: : 

ector or .he encoded prote,„, problems . associated wiU, the inducrio. of expression r I 

■nac... ^^^^^^^ ^^^^ Jd::zr^^^^^^ 

.3 ch. pre^cnc. of pre.... te^i„«Hc. codon), problems as.oci..d L d JcX 
..«c. C.uch . ta. of 3.iBod. .ececo. ... .r.tivit. J T 

r ""-r^""^ ^ '^^^^-^-^^ ^—^^ ~ ~ ^i^^^ 

OPR2, scuuons regarding Fair B^si^ anJ Insufficiency.) 

£OF2 cDNA conta.ns approximately an addirlonai 59 codon., n^caning m.c VEGF2 a, 
t-gWt ,n the opposed application is incomplote. HGS consictered the discovcr>- to be 
..n.ficant «n„u,h to fUe a second sene. of patent app.ca.on. on the 41. a^inc ac.d fern, of 

EGF2. (bee Document. D44-D46;OPRI at I.5.M.5.2). In th« second .encs of 
appl.cation., HGS xe.ches that the imn^a^re and "n^atuxe" fon.s of VEGF2 ar. substantial!, 
longer U.an what ^.s taught in the opposed application (4 1 9 and 396 amino acids 
respectively). )S.« DocucnenU D4. and D4. at p. 7, last paragraph.- OPRl at 4 1 M l ) Qf 
course, m ch.. opposition proceeding. HGS and/or Dr. Power can design son,e .xperin^cnts 
fccuse. directly on the problen. of the ^is.ing signal peptide, bu. only through the benefit of " 

nindsigh: knowicdce thai VFGF'> i*- tn,irr;,f ^r, ^ j 

tnai nui-^ taught in the opposed application is missing the ijimnJ 

peptide, ^ 

, , " •'^'^^ "^S^^^'^ Dr. AlUalo's cperimont.. >,rc 

nnwcd bcc:uu.sc in n.-. a,..,.'., dc.nr.tions. he did »„, .p., „r.utachinu a 

c^ero naou. s-l.n., ...ucncc to tha 350 ..in. .c.d VHC^ .s.,uence. (Sec, e,,.. 
piidt ''""'^'■■•^ -P-in-nt. invoiv. heterology., 

. , '"'"^ '^''''"'P'^^'"^'=''"'^^P"=«Ji"asectioriandbyDr.Baliardinhi.,d^^^^^^ 

d.c,a..t,on oiB3 at 6. 1-7.4). I disagree with the Hayw.rd/Aaronson analy.i. .nd 



■ ------ 'No. 1*^:^0 ""^ . ! I 



Ib-Au5. l/:l!4 WKAY&AyyUt;iAiLb,.... 

V 1 u u u 11 w i- u J\vj g 0 U IN 

a solution „ ^, '"""'^ " opp„„d 

4.12,4,14-4.53.1 ' ^»-!-<''-6-;OPR2 at 4.4^.6. 

°ppo.-=d ,pp,io,,io„ pp. 4.5). -n.„= _ 

r=vi=io„i« w„or. - .„ „,„p, ; ' 7, '■y HGS , w or 

" ."laocners have taught fhe public about <h£!Vrr-r-^- 
» HOS', ,95. ^ ° '""-"""S P"r.„n ot .hc VE0F2 „,„=„o, ..^^k. 

7.1 •'^ccciun III of OJB3 Dr IA-,M-.rH > • - 

»r>h.,opp.,ji,io„p„,„ji Tw<,„ . "I""""- or <nei,o„i« 

... o.. , :::::: :r: ■ s^r - ''^""^ - - 



Ib.Aus. 2U02'i7:05 WRAYfeASSOC I ATES'^^'" ^ - ^''■^o ^No.l228 Pp. 

-i-n i„ <. p.,e„, " even „■ 

cc.clo.ic.„. ye,, tha^ exacjy whnt ' 7f """^^ ^^''^-^ -^'-riV contradict, rh. 

o.p.,«. ™ ~ rrr« ':r: - - 

However, me -xi,eri.-n. r - c g-> ANH2 at i .5; ASA2 at 5. J 2, and 23 ) 

justification for pUoin^ fv,h ^"'"^ "° -'cientific 

piaoing faith in the teachings aFth^ j ' ,■ 

ai grnwih factors and ' cquipncd u^ith r j^c- 

1 n w, . polypeptide a secreted ijrowth factor - / a o . 

■) r.r. A..o.3on cha.,cten-;«s U.. a. . .i..., .n.e HO " ' ' ' " 

-'-i. d..orib.s VriGF-2 a.v n s-ccrcted growth factor . T ^'^-'^-^^-"^ 

•statement, of tui.h t, . ' ' ' • "-^ Tho..-e ure at bc,t 

' P'^o^c^^Jing and secretion of VEGF 9" or 
purpose cc<,„p„. ^SA2 „ 5 ^» n., " " """^ 



6. /^vus- 2002-17:05 WRAYg'ASSOCIATES-;, ^'^ " 'No.l228 
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Vin. CONCLUDING REMARKS 



e^poimomal evidence ,1, . k- , °' '"'=•'""•5. As a result the only 

™Po.« .y ...2 °f>^c opposed .pp,i„.„„ , 

d«Iaraiion lo h<2 in, ■ • 4ta:ei«<ini5 contamcd in this 
" to nc i,uc ,11 every pajficvjlar 



Th,,; ■ 



"iiy "I Aiigusi. 2U02 



(Signjiture of Wiincs^;) 



